Ins Officii^ appeals to aiisge on paoe ;>f t:Hr OS^Jice Action Applicants cor>tlnued 
discussion about PKC isc\?.ynie sensitivity s rx>i rei&.ant because this featisre is not an eisrnent of 
the previously pending ciasms. Appsicants believs that the ^SK^u^^-^ents reSst^ to Isozyme sensitsvity 
sre v«!y ^t'te-vant to ths current 35 U.S C. §1 03(a) r&jections because: 

: } ?h;^ H^'i-ro ^-PKC" denotes a \^'hoi& rarni^y of isozymes have very different 
phy&ic-bQicai roies. and hsrice are involved in different, unrelated disesse states; 

2) a skiiied 3nisan would not be motivated to inhibit a particular PKC isozyme in order to 
treat a disease of intes-est if that paftlcula? PKC isozyme is not ;ovoivsd ir5 Ihe disease of jiitersst; 

3) a skilled artisan would not have a reasonable sxpscta&n of succeeding in treating a 
disease of intef^st by inhibiting a particular PKC isozyme if that paftlsn^iar PKC isozyme is not 
invoived in the disease of mtere^t and 

4) ths sKilied person would Instead be taught away from tmatir^g a disease of mterest by 
inhibiting a particiilar PKC isoenzyme that is not involved in the disease of interest. 

The isoijyme-based argur^tents relate, not to a claim feature, but rather to whether a skied artisan 
would select 3Hl-methyl~1H~indoi-3-y{H»[14(1-pyndin-2~yimethyi)~p!peridin^^^^^ 
pyrrDle~2.5-dione (compound A hensinafter) or 3-(1^m8thyl^1H-indoi-3~yl)-4-[1~(piperEdin-4-yi)-1H- 
indol-3-yO-pyrroie-2,5-dione (compound B hsmMsr) from Heath to treat organ or tissue transplant 
rejection. gran~versus4iost disease or to prolong graft survival. He^th warns that that "|o]niy one or 
two of nie protein kir^ase C isozymes may be Involved m a given disease state. For example, the 
elevated blood glucose levels found in diabetes leading to an Isozyme-spsctfis ^evation of the 
b0ta-2 isozyme In vascular tissue/' (Heath, Column 1, lines 45-49). Thus, Heatb very cfeariy 
teaches that the compounds themin are useful in treating disease states associated with en 
elevation of the beta~l and bsts-2 lso?,ymes. (Heath, Column 2, lines 33-38). Accordingly, if a 
given disease state is not associated wsth the PKC beta-^l and beta~2 isozymes, then a skilled 
artlsars would not seiesct a Heath compound to If^at that particular disease state The Office has not 
estal-.iished that organ or tissue transplant mjection, graft-versus- host dssea^se or the prolongation of 
graft s-i?vivai are associated with the PKC beta~1 arsd beta-.? isc'rymes. S'jch that a skilled artisar^ 
wr.;!.;id select any l-^eath compound to add:'e^-i ti e^.e d!3ea:^e spates Mofeaver, the Office still has 
yet to provide any rationaie why a si?illeti fKtisan wouid seieot ihe paiticolar coiTipounds re-<^iied in 
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Applicants' dsims to trsat ot^an oritssua tsnsplsnt rejsdlon, gfaS-vsmus~tes* disssss orto 
probng graft supvival. 



^s^^pllcsnts vsfil now add^^^ 35 U,S,G, |103^) rejecfcn m turn b^f dBSUSStrjgihs 
t^achm^s of feach rsferance, and wHatthe ccsmbsnatfon of caed r^smnc^s teaches gi^^ the art as 
a wfi0!e at tNa ime of fi&ng. 



The Examiner hss rejected cla^m g. 15 and 16 under 3S U,S.C §1 03(a) unpatentable 
over Heath in visw of Sradshaw. Tt^s Office's argument is thai H§sth provides the PKC inhibstors 
;o\^ntif"iwd :n Ap-?Pc&nh^ dainis and Bradshaw teaches the therapeutic potential of bis- 
in^Jcry1;^.^ia!m:d•?^; are ^^ei-sctsve" for PKC, s g., R031-845 and RO 31-8830. The Olfice sHeges 
fh.^t Brfidshaw i??3c^e^~ .. .-^^ oo-^^pounds snnsbif T-cesi prQiiferation and I'secause of this 

funoiion x'.oir-.; r., ? i^Ar s; t;- t!e;-;5rx;: Is y'xsDiam rejection " (Office action at psge 4) The 
Ofs!'; cc;;c;-jnr\^ ^h3^ becaoss >-'KC: ^--riij.to- bi^- ifvJosylrnatejmidss "as a class"' tsava been 
r&cc>^h:,;»J r.!?. usens* tfe'-Jting ?-v5npi.-ior!t *£|-.^c?C'n 3 f-kilisd artisan vi/ou^d have a reasonable 
expectatic-i; ofsucces';^ in !,!n?-^?inu t!-a!^«^^kvr; reject o-n us^r-g Heir;h co;vu>ounds "since tfansplant 
rejection is a type of innammat^on, and Heath et a^ teaches that tne compounds are usefel for 
treating inflammation/' (OMee Action at page 5), 

For the followirig reasons, the rajection is respectfully traver^gd. 



the Qifice alleges that Heath teaches various PKC snhiOsio s .;;ncsi.ding compour-ds A ar^d 
B) and their ?oie in various conditions,, e.g., inflammation, C(*^S disoroerss, etc , but admits that 
Heath does not teach treatment of transpiant f^jection.^ 



' By ''y«;i>-j-;.jiv8 \ BiadslKsvv is reierrh-q to the selactivity cDf-ipOi^nds fo! PKC ovs;- o^hef diNf/rsnt eri2yn;ii!3, 
ft.-"/., ;>er:!-<e;,tnr.«onine pKA, e's. Brsdshavi.' iicxJS not Lsse ti-rr- .jyieciive" ii,; J^sfer co!-;^pos.jrifi3 

seief.iiv;i; fo? p.-:;;-l:ci.!iai- isozyn^es o? PKC (e 9.. PKC beta, PKC aspha PKC f^H^t-::; e^c.^ 

f-?cried ;n .Appiic'sr^tj; ci?iin-;s, Wh. -i .^^svy^car-fe se^er^tsd Cofr^r.ojr-'! ■= -:\>:?.pc\;nd S from t.h=i gsntis 0^ 

disc!oi"jre rr-«v not t'-iu fei<ed upon in me instant obvioL'sness reiecii&ii, Suci-; reiiance is, pure Mnds-gh! sfvii k 
strictiy proscribed ay the Office and -he courts. Thus, st is irrelevant that Appiicarsts' specifscsatson fBcltes 
Heaih as ss njods of svnthesizina the con-?pounds recited in Applscanlis' claims. 
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teach.-?; an ©xt ^-:sb? 'arge ^e^uh ot pkG inhlbten. (S^ Hsatv, Column 2, Ite 47 
- column 5 i nc 2$'^ Tna* g« ^us ts a<5 ^o'ltnvs 
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\n addition to this extCtQt?Jif ^arge genus, Hesth teaches that the compounds therein am 
highly selective inhibitors of the PKC bsta 1 and PKC bsta 2 isozymes (see e g,. a?ati> Column 2, 
Mnes 2S~34). Heath v^sms f at that lojnfy one or t«?o of tlie proteh Kinase C isosrymes may be 
involved in a givers disease stats. For exampfe. the elevated biood glucose Isvsis fownd =r diabetes 
leading to an isozyme-^pacific elevatio « of tte b@ta~2 ssoayme in vascular tissues. effectively 
ensuring that a skilled srtisan would very camfoliy select a PKC inhibitor that would t&ryet the PKC 
isozyme invoived in a disorder »^ interest (Heath. Coium . 1, lines 45-49). 

Heath indicates that, because o^the lso2:yme selectivity of the disclosed compounds, si^ch 
comK^ounds are useful in treating dsseas(e states associated with an e'evation of the bet8-1 and 
??rv< crcv-e^^ fHaath, Golunm 2 lines 33-38). Heath teaches tiat the Nghiy seieetive inhibitors 
Df rise F'KC ?x^ta 1 and PKC bets 2 iso^y?nes therein sT^sy t^e u&ed to treat conditions associated 
with diabetes meilitos and its coropiicfst ;■;r:;^ as ^.veii as o?-ier disease stiv;?s sssoclated with an 
etevo5i;oi-- of 5^ie b«ta-1 and «i-i?-v.Te ~ liHe^^iiv Ai;3;ract; At coluii-^iiS 1 1 and 12, Hesth 
assert^ tha^ $he coi-s^poLinoi; d 'Srsin ;T:i-,v be jse-d to c-uidi^i' .-na;iv l^eai isc-hejrnia. inflami^-istiof*, CNS 
disardssrs, cardi ovascuisi- Oipease d'Sn-nntoicoicsi <.i;s?;-s$- AL>he:i-i-!e;- s dssesse and csncer 

Coi-spouiids A and 8 are shown in Exai-nptes 49 a; id 5? of H&sth svlieresn these cos-npounds 
have iCn's ?'KC b©ta-1 and beta-2 isozymes of 0.03 The coinpa-.srid of Exampie 49 has an 
ICic, for PKC aipha of 0.8 ixM. which is about SOJmesMs sersiitiya th.-.;-^ the eifect said 
cof^pound on PKC beta isozymes, and the compound of Exaf^ipie S2 f;as ars iC... of 0 3 uM, which 
is .10 timMJt§i„§Mmlive man the efTect of said compound on PKC beta isozymes. A sl^^illsd 
artisan, viewing Heath would understand that Compound A and Cof^ipound B selectively is^nibit 
PKC beta, especially in light of the stror^g and claar statements in Heath that his compounds are 
"selective protein kinase C beta-1 and beta~2 isozyme inhibitoi^." (Heath. Abstract). 



Bradshaw teaches bis-indolylmaleimides that are selective for PKC over other proteif^ 
kinases and which may pmvide "^n^ore appropriate tools to investigate the role of PKC in cellular 
processes," (Brads^vaw, Abstract), Bradshaw discusses the various possible roles of PKC 
inhibitors, suggesting a wide range of conolions which they might be useful against e.g. rheumatoid 
arthritis, lupus, diabetes, asthma, multiple sclerosis. Alaheimers disease, malignantly glioma, 
hypertension, cystic fibrosis, to mention but a few. Transplar^t rejection appears among this broad^ 
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mngmM^ very spscufetive list, and m doeument laite gm m mMmm to mppBft 
mm speculafens. Th® authe?^ l3el?ev®1hat RKC inNbstor^ Infi&it T~e©il proliferation, anti that 
eemp0unds which inhibit T<m pmltefefs {ss shbwr^ by eyeteporin A) "ma^ Nave a rofe to pf®^'' 
m m area of transplant rejection. (Bmdshaw p. 138), The DfHse's silsgstfers of ob»M«n@ss in vievs? 
of Bmdshaw Is feased ori the skilled pemon Mng to frisKe p sanas qf dadiiclions, npne of whicb 
arB directly or logfoally osnnecfed. The portion of Bmdshaw thM di^cussa^ syidsTis® for PKC 
jnivoi\/efnent m transpi^i rejection ^tatsspat lympfioeyie-rneosaiea my©cyia jnjur^f was piavenieo i* 
tHe lymphocytes were F^imated wjth phorbol^l&rs to cfeplet® RKC bafors introduced Into an ft? 

On paga 141. Br^dshaw states (emjihasis added):: 

Ifjrom the tbsgosnQ discussion it would smm likely that a vet^ wide ^nga of potential 
th^Fsp^utfc applicatioris exist for PKG inhibitors, howBVBf iyiu&h ofthB &vldoDcs whsch 
has bmn used to impllcatB PKC contains s&iiom flaws. The ability to stimulate a 
phyalobglcai process with dsrect activators of PKC such as phorboi sstsrs doas mt 
pmciude alternative path,yays whicn might be used tiy physioiogK^al agonistB. 

On page 142, BfsKi^naw itst<?& (efr?pru^sis added): 

Re 01 -8e\"^0 .--.oc:.vo n .vw-'c range of models of acute !ni!am>nauon sugge&tiiig a 
i^^ -t ^.-t r,.i svrirh Cv-Xsid >-ot i>e readily predicted from in vstro and In vm studies 

With K252a and staurosoonns. 

\^ it I - . » s ^ \ lole 

f(0>^; H&ai-^ for the ^rout'^ieir of crgaf^ or i^i^sue transpiafv; ^eh;::: fb? t'^o prolongation of graft 
suiviv;-! JVoi;« ^-OfViOOi-^rxi A a'xl F as:^ recite<.1 in the cuirent!y-oendir5u oicirrsi^ 

The disciosu-e ot Biadsnaw merely teaches that one should use Oss-sndoiylrnisieiiriidssj- v.; 
study the role of PKC m celiuiar processes. This is because Bradshaw teaches that earlier studies 
usmg non-sesec^iv« PKC: snhsbitofa (e.g , phorbol astern), whi^„My.#Jhe„styterdiM^^ 
Qffsce O.e , the t>\^*>*^ol-5r>5 s;jdies referred to by B^adshaw on p, 138 as supporting a role for PKC in 
trar^splant rejection) we^e thawed and dc not pr^ciude alternative pathways being invoive<:§ sn a 
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pmm^^mm^^- m^m mp- 141). in addition, grs«fehw teaches thit tie bis- 
indolylmateimid^s ^ 31^8830, a e^mpoursd cifed t?^ the Ofc as berag within the fomiyte of 
HaatHi cani?® inactive in a whole ransgof msdefe of acute Isiflammatloft (Br^cishaw a! p. 142), 
Thus, Bradsliaw admits th© specyiativ« natum of asrll^r Pi<G studies, Includinf transplam s&dl^s, 
and piwidas avidence that thtm is a high iBm^ mpr^mBmimn rnm^m^^^ 
pm mhmom. 

Furthermore, Sradshaw was published in 19S3, i.a. 1 1 yearn bafora the priority date of the 
ptBsent application. At that time llttie was known about the roia of PKC and in paifticuiar the m!a of 
its various ssofom^s. While the age of a refemnce may not be usad to disquaJi^ a iBfefa-^ce as part 
of an obviousness rejection, it Is certainly mm movant to consider what was known in the art at 
the time of filing (rathar than what was known over a decade before the liiing data). Sy the time of 
filing the instant appiicatlon. various isofbrms of PKC had been mors clearly distinguished and ware 
i^f^^des-stDod io have different physiological roles - see Baieret al. (2003) immurioSogicai Reviews 
1 $};:.64 This dot;un-^e?^t r&flects mora accurately the state of the art near the time of filing of the 
L^-o 'r^*~<a*^-!erKC.t'UHaisoformisacentr®lr®guiatorofTc®ll 
( - s s p^^ , ^iu-,)).^ndhencetli®SKstedre'Sor atthotweof 

rshfx^ would expect PKC ineia k> r. ;..>, kev rc>le srs transpfent fejecljon. The PKC alpha isoform is 
gisf; dfrsc..-:>bivii a^' esftentia; r c«.^ b^oiog/ ;see fo; o,>3moie p?e. Isft cciurrsn). Tha si<iiied person 
wa'iUrg to -'jevejop a dmo fof trea^in^ transptent rejeOion (or GvHD as in claims 17-19) would 
thefsfore focus on c.ompound& navi'^g p&iens 8!x1 seieciive activity towards PKC sipha and theta, 

l-ieath Gi&^iny dfn^crii-.>.^s pounds as be^ng ^.pecsr-calsy selective inhibitors against PKC 

beta~i and i-jeta-S ^scferrris (see He.5th .Absiract). Moreover, compound A. wi-5>cn appesr^. as 
Exampfe 49 in H<--^^th. cisaHy dsi-nono.Pates the s^fiectivity to-A-ards the; bets isoiorrns, Aclivity 
against PK \-'^-)-". o ^ "^c v^^>.si x u 

n^e?*sured. The skiiieai person, having read. a.g.. Baier e? ai and !-eaii;nr>q ti'^e PKC alpha and Iheta 
isofbrm*- are mievsr-t for transplant fejection, wouki not consider any of the con5poui-ids within 
Heath to be useful in? ths?;e indications. In fact, Heath warns that onsy ceitain PKC isc^yr^es a?a 
associated with certain ctisordes-s snd the broad list of disorders in Bradshaw is not correiaHrd with 
any specific PKC ssozymes. Thus, a sf^iiied parson would tsy to identify con^pounds selective 
against only the alpha and theta isofbrms mlhs? than the beta or any other isoforrns Accordincsiy, 
there is no apparent season that one of skill in the att would select compound A or compound B 
(which &m selgStiye PKC .beta inhiblto?^) from Heath for use In Applicants' methods. 
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A rmmm&mpmmn ^Imc^ remains a main element of any pmpsrF%?ai^c^ 
cm of ©bvioysnsss. Hov^ever, m dSseussed abovs. BrMBhm pmmm mmnm thM IherB a 

Qoupm Mih the warnings of Hmih m^^m isozyme speelfeiiy. and the tfschmp of Baier en si 
ragaitiing the rote of PKG siph^ or ihsta in fBgulafeg T e^il prolsfep^pn. establishes that tHes^ m m 
mmcmon ofsuocess in using 3 PKO bmmmm^ ixm^mmrmmor pmmmm^ 
mm. 

Teaching away from a particular snvention is prima facia evidence of the non^-ofoviousnsss of 
th« Invention. T^^ art as a whole teaches away fmm Applicants' claimed subject matter. Heath 
emphasises that only one or two PKC Isozymes may be involved in a giwn disease state (and 
Heath doss not link transplant ejection to PKC beta). Baler et al teaches that PKC alpha and theta 
are involved in the sBgulatloR of T ceil proiifsratiors, which hss a central roie in transplant rejection. 
Thus, He^th and Bsiei estat-^sh ^hat one should NOT use tie selective PKC beta Inhibitor of 
Heath to treat transpignt rejection or promote graft sunflval. 

There sre additional reasons that the pending cisims are patentable over tfie cited art. One 
would not P<5 ; x>^vaisd to use conr^pound A and 8 from Heath to treat transplant rejection for the 

following reasons: 



1) the genus o; cc'^x^ou-'-iCs H-sati^ is very large and there is no niotivatjon to se;«ci the 

specific compounds recited m Applicants claims;, and 

2) the genus of disorders in 8radshaw ss very large and there Is no motivatson to seiect the 



from the Cited sn ihat one rr.us-: C!c;c;r^-^.o. an cbviousness detenvinatso?^ 1 Iho co^-npourids 
used; sr;d 2) the disorders t--o«5i£Ki Moreover, for a proper obvio-jsness aneiysia, ons mo^;t 
consider vvhf<t the c-ir. d art es a whole explicitly states or inheronry irnpises a^v!ut s,>e'- ?=ra 



While the Supreme Court in KSF^ v. Teiefiex. 127 S.Ct. s 72- {^OOrs r.a^ f-^'ec^ed the rigidity 
of tlia "teaching, suggestion or motivation test" snd allows motivstfon 10 t-.i- found v-a c>tnes ovonues 
-~ the Office must provide some reason to select portions from a aied refesence snddr-d, "Jhe-re- 
must be sorrse articulated reasoning with some rational underpinnir^g to s^ippo^-t the k-c;;;! coisclusiO!: 
of obviousness " KSR Inti v. Teieflex Inc., 1 2? S. Ct, r?.2?, 174 1 i2CX)7) {quoiing jV> re Kahi- ; 
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F.3d 977, S88 {fed. Cir 2006). The O^ice has yat to identify the ?afenaS undsrpinnsng to se^sct 
compound A and compound B from the m isrge genus of Hsath. to sstect prnvention or treatment 
of trarispiant rejection from Brsdshaw, and to combine these sstections together. WMhout such 
rationale, no obviousness rejection car? be maintained. 

The OfTiC© alteges that because PKC lohibitDr bis-indoiyima^eimldes "as a class' have rseen 
recognized as useful in trmim tmnsplant rejeclion, a skilled artisan would have b rssasonable 
expectation of success in treating transplant rejecfen uslr^ Heath compounds "since transplant 
rejection is a type of inflamrr^ation, and Heath et al. t^mhrn that tie compoyr^ds are usefel for 
treating infiammatioR." (Office Action at page S), This is lagally and scientifically mcor?®ct- It does 
not foilow that a compound is usaful to treat tmmplatii mi^mon, prolong graft survival, or traat 
GVHD simpiy because the compound treats inflammation. Aspinr^, ibuproptien, acetartiinophen, 
etc., ALL reduce Infiammatlon. and non6 are Indicated for transplant rejection. Thtss, that a Heath 
compound can t>e ii^;f?d to treai irifismniafiors does not mean that a Hea^ compound will be useful 
to treat transpiarj? reieciiof^, prolcsng grafi survival, or prevent GVHD, 

For at ieast these reasons, please withdraw the ootstar^lng obviousness-based r^jectfon of 
claims IS and IB. 

The Examiner has rejected cla=m 5. 15. 16 and 20 r:: ss'x-^f- U S C. §103(a)as 
unpatentabis over Heanh in vsew o^^ .Aioeft. The Office s argument is. thst Heath provides the PKC 
beta inhibitr.-io uvn; Applicants' clasms thai Aibert ie,f3c;ne^ bi-vindolemaisimsde cors^pounds 
that overlap so scope witn the cofripcjurx^s of Ht?at;), and thai Aibert leacf-ses the sjse of these 
compounds lo treat '1"-ceii nHKi^aK? acuU? c- cnrcnsc inl;a.fiirnato<v ;lisease or diso?de;;s. 
aulaimrriijrift dsseasis, prsft rejecison (fransDia.nt rej-^xtion) ~' (Oftlca .Action at pag^^ 5}. The Office 
conciudsi^a ^r^at k wouid r^e obvious, to use the bis-indotemal^finisde compounds of Hea^h ;n a method 
for pfoionging graf^ sur.^svai ar-d./or trestir:^ transplant reieotion, skice PKC inhi&iio-- bis- 
iridc!e!-r;aieimide nave Peen fecogr.^zed by Aioed fa doing so. and because coiVipounds "having 
similaf iurur:tum an function ferej useful for the same purposes" (Qifice .Action !i;t p 6> 

This Office's argument, sn general., one of equivalency, which is o^iined in MPEi- 
2144,06, vs^hlch states: 



In ofcler to fBiV or? equivasenoi ss a rationale suppoiting an obvsousrsess 
rejection, the equivalency must be reccfgnizsd in tie pmr art, ar^d carinot De 
based on appilcanf s disclosure or the msr© fact thst Uie components at 
issue are functional or meshanicai e«?uivalents. 

Therefore, for the Office's srgufr^ern to be proper, she Offset muf^t establish th?-t the PKC 
b®ta inhibiting compounds of Hmih were kr3«wn prior to Appiicants' filing date to &s equivs^ieni io 
the compounds of AJbert, such that one might select a Heath compound for use in an Albert 

method. 

Forth® foiJowing reasons, this m|©etion is fBSp^ct^ullylra^Brssd, 



The t^ohmgs of Heath am describeid above 
^^M^lbgjllgach^ 

Albs?t (discloses a laffe g©nt?s of FKC inhibitor md their use to treat a very large gisnus of 
disorders. Bor example, Albert claims that the PKC inhibitors therein am 

use^u; in ihe ti^strnent and/or pr®vsnt-on of diseases or disorders mediated 
by T lymphocytes anchor PKC e.g acute or ch^-oriic rejection of organ or 
tissue aik> or >senagrn*?s atherosclerosis, vascLila^- occiusiort dis® to vacuU?r 
injury such as angsop , , ? >osis, i^ypertfansian, heart faiiur^^, chr onsc 
obstructive puinK^ns-'y oioo,-:,-,- N$ diseases such as .Alzhein-^er d!f.,-'?«se or 
am-yotrophio iatensi scse'"cv-!S o .r ■ -r^"'.! o^s -.^sesses such a< AIDS 
septic snocK or aouit respirsicr\' oist^ess syndrome iscnon-^ia/repern-Aior? 
injurv e.Q myocardsai infarction sifoKe, gut fsci-i^rriiS fensss iaiiure o? 
nyinofrhaoe shaci< or traun-^stiC snocK The cr.'!nr:o;.in:ls o? ro,"ns.il;? S a?« 

chrorssc infian-imatory d'S^e?^Jr.% or ■rsorder.^ o; autOsr?->fT!une ^^iseases e.g 
i-i-!S.;n?atoid ar-hsiiis. osteoahhmss, systemic lupus efythe?'5i3lrisas. 
Hashimoto's thyfOidis, muitipie sciefosis, nv/asthsnia gravis, diabetes type i 
or 11 and the disorders associated therevvitf>, respir^tcsy diseases such as 
asthma or inflammatory lung injuiy, inflammatory liver injury, inflammatory 
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giomeruiar snjufy, cutaneous manifestations of sfnnvunobgics^iy^m^^'iat^ 
disorders or illnesses, infismm^tary and hyperproHferative skin dsssases 
(such ss psoriasis, atopic dsrm^Uss. allergic cor^tact dermatitJS, irntmt 
contact dermatitis and %rther sc^ematous des7r?atitiS8S, seborrhoeic 
dermatit^), Inflammatory eye dissasss, Sjoegren's syndrome, 
KergtQconjuwth/lfe or uveitis, in^arrimatoiy bowe! disease, Crohn's dfsea^ 
or ufeeratlve colitis. 



acco'c j 0 in )^ ^ ^ ^ "n-se 

Office has pjBViOus^y insisted ^i-sat the compound^ of Aibert .^ire ai^o PKC bel-a inhibitors (See Offsce 
Action data September 23. 200S at page 4). Wh* a large enough dose of any compound could' 
theorstlcaltv' inhibit PKC beta, u^e O^'^lV oomoouna? e.<ernph?ad by AlPea to address 
trans plantati;:'n are a PKC ,jjD-lv "--"s^-^i'-o: (coropoursd 100.) and a PKC,tho|i inhibitos- ;con-^pour>d 
56). No SLich jestir:o is pfovsped for any PKC beta snhibitor of Alben (even thDiigj; .A|r..-ri ci--5afiy 
discloses PKC beta inhibkors in the Exarr?pies). Therefore. Albert teaches that a paruci.i:af PKC 
alpha and a particular PKC thete inhibiting compound may be useful addres.ssni) transplarr; 
rejection. As for the other compounds and disorders of AiheJl Aibeft does r;c-t indicate which PKC 
iso2:><r?^®s are associated with which dlsorde;^ ^^H'Jpiscants note that this; teachii-sg of Aibeil of great 
concern accordsng to Heati because "to|nly one or two of the protein kinase C isozymes may be- 
Ihyolyeel in a phf en disease stat^'"- 

Albert does mi discloee any bi^mdolylmaleimlde compour^ds; (see^trueturaf cle»n of m 
compoyr^ds eF^cpir^p^ssed - m% m an riddle groiip). Hmce mm i^ no overlajs iri sdope betvs^een 
the compounds of Albert and H^ath. The Office's ^ssemoo that "since PK€ inhibitor 
bisindolyimsteimides have beers recognized in the prior art ffor probrigifsg grat survival and or 
treatsni tfar^splaht rej^tbh] as taught by Albert" h therefere boorrect. 

Based Ob the above t^chlnge, a si<iiled artisan would not select MX ^^G beta 1 or 2 
Inhibitor from HeaiH for tte treatment of oiian or tissue transplant mpmm m fer the prolongatior? 
of graft survival M alone compound A and B as recited in the currsntly-pendlni claims. 



Gsven the notable structural dsfe?Bnces between gie compounds of Heath and Albert tha 
skiited person would not consider the compounds to be equivalent., nor would the skilied person try 
to combine Heath and Albert. As already noted above. Heath clearly descritses compounds which 
are selective inhibitors of the beta-1 and beta-a i^oforms of PRC. In cor^tr^st, Aibart descnbes 
compounds whsch are structurally different, and which are not specifically targeted towards 
inhibition of the beta ssoforms. It would be readily recogni^ied by any skilled person in the art that 
small structural char^ges to a molecute will resuit in vast differences In activity, let aior^e selectivity 
against different blolc^lcai tarBets, The compounds of Heath snd Albert differ structurally in severs! 
aspects, and therefore the activity of the Albes^ compounds cannot be extrapolated to form ar^y 
expectation as to the activity of the hesti compounds. 

Hssth also warr^s that only certain PKC isozymes are associated with different disorders. 
However, the large list of disorders In Albert is not con-elated wsth specific PKC isozymes. In Albert, 
only a P^C a pha o' ^'-ot ^ - n \- - i =^>c - aadress transplartt rejection. In Heatfi there is an 
extremely broad genus of seiecbv^^ lUuriimof PKC„,^^ Accordingly, there is no 

-^hLvvcat reason that one of ski in the art would select compound A or compound B for use In 
Arv^==^'-uH;V methods. Thefs is simply no evidence that fse selective PKC beta-rnbibsting 
cc->:: ■ • s i-^th are oqi.;ivrf-.-'^l F'KC cipp.^ <^rul treta inhibitors of Albert, such that 
substitutiors or one tor ihe otnsr would be routine gno otjvious, 

A f-eovon^^ol- e-^'^^M-rit; .-i c; «^ucce«^. N-^f-r-ii;^; ;^ srsa^n &;efr>ent of any proper ,£-,->rf?c5 
case of obv^ousi-iOJio. f - ;v r v " c - -ro ^t: ■ re^-jsrding isoi^yme ;H>er.ifiCitv. and H^e 
tsachsngs of 8a st ai f3c;-5.'.5irsg ine role of PKC aspi-^a or theta sn regis'ating 1 cssi pfolifes-ation, 
estabhshes th;?t t^ere is ^ expectstion of success in using a PKC beta inhibitor to treat transplant 
rejection or pfornoi*?- grj^fi i^;i>'!vs- 

Teachirig :^way from s psjliousai invsn?.;.-;-- is pnr;-:^ vscie evicience of ?h& no!^-oi-.>v--osisnF-.NS f-if 
the Invention. Hjo sri as a ^vhoie teaches avi<'3y from Applicants' ciaiiT^ed SsiPject mauler H«ath 
emohiuvKes that only one or two PKC iscsymes rnay be involved in a g=ven dis<5ase sutf,; (and 
IHeath doe? nor m\< transplant rejection to PKC Lseta). Baief et a? lesche'^ ina( PKC aipha aivi meta 
are ii-ivolvef.l in the regulation of! cell proHferahon. which has a central role sn trar<5piaiit iejection 
Tr^us. Heath end Baler establish that one should NOT use the selective PKC beta inhibitors of 
Heath M tr®at transplant r^jectbn or promote grat survival. 



There are sddlbonsi reasons that the pending oiairs^s are pstentabis over the ^ s>t One 
wou^d not be motivated to use a Heath compound to treat transplant rejection os prolong graft 
survival for the following rsasons; 

3) the genus of corr^pounds m Heath is very lange and there is no motsvatsort lo select the 
two seesilic compounds recited in Applicants daims; and 

4) the genus of disorder in Albert s very large and there is m motsvalion to select the 
f.P.fP*^ disorders reelted in Applicants cisirns; 

As identified in point #1 and #2, above, for the ir^slant claims then& am at test two genera 
from tho cited aft that one must addrsse for an obviousness determination: 1) the compounds 
used: and 2) the disoniers treated. Moreover, for s proper obviousness analysis, one must consider 
what the cited art as a whole ejq^licitly states or inherently impises ebout these genera. 

White ms Supreme Court sn KSRv,JeieM,,127 S.Ct. 1727 (2007) has rejected the rigidity 
of the 'teaching, suggestior? or r^otivation tesf and aliows motivation to be found via other avenues 
™ tha OfTlcs must provide soma reason to select portions from a cited rsference. Indeed, "there 
must be sorr^e articulated reasoning with some rational underpinning to support the iegal conclusion 
of obviousness *■ KS=9 -'ntV v Teleflex inc.. 127 S. Ct. 1727, 1 741 i?M7) icnnmg in re Kahn. 441 
F3ci977 S6B{KkI The Offsce has vet to id^>>-Hfv tne sati.,.nai jjxierplnntng to select 

compount! arv,l co^^;^^xx^^.i B tfom ihe veiv ^arpe penu« o^" Heatr ^.o s^=; ect pfevention or treatment 
ott-^n-rr'^ L.-'i' ^ . op ^<" o~or^--...< ^ .xn' nr. to < <.-ese selections 
togetner W tf-.^u; --uc^ r,->tuvi-\-o ; c- o^-- s\ r,-;,v„'-~\o-' r.^:^ ^^lasnta iscv: 

For at ieast these reasons, pis??^-^; ^,^<itiXM^iw th-j outstaiidsng ossvsousnei^^ rej&'ciior. of Cisims 
5. 15. 16 and 20^22, 

,CMim.lE19,Mil®DMb|ep^^^ 

Tf^e Ortic-e has rejected csasm 17-19 und?*- 36 U S C §103M ; unpatentable over Heath in 
View of Albert, fuflhet m viesv^ Goehj.aii et ai (aM ot i-eco^d^ 1 ne Os^^na's ars^^nent ss the?; H«r$^t! 
provider the ttfi.'o !ndoiyn\->k^ '^o:dc; i v,'a^ve F^KC beta snh=bilOi-& i^^ .Apr scanis cJ:>in& 3nd 

Albert teaches that certain other sndolyn^aleimsde denvalives ihat ii-ihib>t PKC can i?e ,i.-.K.i t-.; tie>->i 
"T-ceil medsste acute or chronic in^ammatory disease or disorders. aui>i:; iJH^:>o C!ist^^-^?e g'-ar 
rejectiof^ or cancer." (Office Adion dated July 1 , 2009 at pages 3-4) The Office sdi-t^^ts thai gr aft v& 
-.14,. 



alleged to teach tm a PKG beta inNl^iter can be used to tfsatGVHD. (Olice Action at page S|. 

The Off?se afegas mc« is very^ 

mm 8t^i. and ?^32-CH32 (OWlo^ Aotlpn at |sa^7). 

The Ofice's arsyment m geneml is one of equivalency, whteh is oiJtIM m MPEP 
2144-06, which sM^c 

In order to rely on equivalence as a fationate supporting an obviousness 
refection, the equivalency must be recognized in the prior art, and cannot be 
feas^d an sppfcant's disdosus^ or the mere fact that the components at 
issue are fiinciional or mechaFsscal equivalents. 

Therefore, for the Office's argumer>t to be proper, the Office must establish that the PKC beta 
inhibiting corr^pour^ds of Heath war® known prior to Applicants' filing date to be equi^aient to the 
compounds of Ooekjian, auch that on© might select a Hesth compound for use In a Goekjian 
m©tiod of treating GVHD.' 

For the following feasons, the rsjection is fespect^lly travsfsed. 

The teachings of Heath are descrihad above, 
WhitA|M?lMifil3^ 

THe teaehinga of Aifoert are described sbove. 

Applicante reemphasize thai Albert does not disslose any bisindoiyimaies-niide compounds 
(see structuraf delinstion of the compounds encompassed ~ R is not an indoie grosjp). Hence ther^ 
Is no overiap in scop® Isetween ^e compou nds of Al bert and Heath. 



the showsng that must be Biade iS ihsl on« wQuid sesecn ccmpciind A and 8 ficrs- H&^'T■H ir;o; Albert which 
doss not disciose compound A or B) for uss in a Goekjian fnethod. 
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Goekjian, as indicated by m^, is fociisecs on 
mentsoned in Goekjian. but the PKC inhibitor used to tr- 
Goekjian. i.e., RO32-0432, is structumily very diffsrent 
invention and is conforroationaliy restricted {i.®,. the 
ths rest of the moiecule). as noted on page 2131 . Isfl 
irs cofr>panson to the structure of compound A- 



of PKC inhibitors. GVHD 
and GVHD »n rats in 

compounds A snd B of the present 
of the amine substituent with rssp^ct to 
Beiow is the structure of RO32-0432 




As is evident, ti^e di^rence sn chemical staicture b«tweer^ Ro 32-0432 and con^pound A is 
dramatic (sss boxed a^eas). 

Tabie 4 sn GoeKJian teaches that RO32-0432 !S a PKG Ma.^ inhfbstoj h&'.'ir.ci a- iC ot g 
nM for PKC alpha and m lO^n of between 28-31 tM for PKC beta 1 and iso:vnu-.Ks T.^b 4 ot 
Goekjian aieo analyses a very sebctive and strong PKC betsi inhibitor - re.. LY -33363 i . having an 
IGm of b*>t^*i.'een 5-6 rsM for PKC beta 1 and 2 isozymes (and only 360 nU for PKC alpha). Goekjian 
discusses the excellent selectivity of LY-333531 for PKC beta isozymes on page 2131 Goekjian 
teaches that LY-333631 is useful irt treating diabetic retinopathy and cancer on page 2132. 



What the combination of Goekilaf^, Albert. mdJifMjj.Itjssb..lnVi^w of jhe^^^^^ 



Given the above teachings, a skliied artisan would mi seSact any. beta 1 or 2 Inhibitor 
from Heath for th® prophylaxis of grat-versu^4icsst disease, let sione compound A and 8 as reoited 
In the currently-pending claims. 

i*s well know J^?tt nsio^s'^Ges hemtca* sstfuctk m ca re&ul* r vasi vacate 1^ f 
0 ogECt. at,*fvf^ src ^secfevtv A yied pe^or havng w'sdge fthe'cf^e r^.^ 
„ f r "ic ' n "^^o 33 043? a d co^fspound A ^aro c mpound 8 wo^sld r o or^ ^se k 
m^m ariy assumptions or predictions as to t!^ activity of comoouncs A. 

o "'I e u 1 V V <• ar^aio P<C sso^'yn^'^ re assaoc atess vt*st*i a fte'^'^t csfso ^ 
«v d«rs si-if^Hxo of se ective r>^*t "^"^ o* '^tC t?i 1 at d bet^ k i 



Qcsekpsn. There is Simpsy no evsdsnce that the selective PKC beta-HiHsbitlng comp. 
wouta be royt^ne and ofevsous. 



If, as the O'fflce alleges. of> page 7 of 5ne Office Action, RO?2-0<*32 is acnisiiy a ssiectjve 
F-'KC l^;eia ;r;n!bslof -viyf-y \vduIq ine Goei\Sif5n aulhofs; not e!f\o^x-=ti^;?e ^huv as tHev did ?o; LY~ 
SSS^Cl Ts:e question for an obviowsrjef-s analysis Is wnat does the art H,^;/e tefsch o? 
suggest vV.( G<vr ;S /b^soc.vJkKs, /? jf^ v Ga^fecA, /.'Jt^ 72] F 2d 1S']0 (Fed G^f ^383),..^.? 
(Jeoied. 469 U S 85 1 (iSS-^s^) (slabng that a pnor art refej^nce rnusl be cronssdered sn -K^ ensi-atv, 
La>, as a whole, ir^cludlng portions that would tead away from the claimed inventson)." AsKiiled 
aft'saH: viewing Qoek^an would undefstsf>d that RO32"0432 selectively inhibits PKC alpha and that 
It can be us«?d to treat GVHD, while LY-333531 sdectively inhibits PKC beta and that ft can be used 
to tf^at cancer or retinopathy. Accordir^gly, thera Is no apparent reax^on that one of skil^ h the art 

" "he ^'IPEP ■?.pec!t'ic'3li\ ■ '1 : ^ • ' ■ !s-- i c '-n'! iiu-'ef^^iOi"! and the prior an references as a 

*hDle" and ^.vsfns ^Jtst^ihr-^g ari ^^i^ra'C-: dov^n to ^ " giu or 'thrust", as such drstiiiaton disregards the "'as a 
vvhoie' requiremefJt for ars obvbusrsess at>alysjs. See W.L GofB, 721 F.2d 1540 (Fed. Csf. 19S3); MPEP § 
21^1.02. 
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mmm seS®ctSR fehfeitor of PK€ betB form^m prm®mm <3VHD, especially when a skjilsd arti^R 
has been tayghtby Bsier st ai. and Heafe to cmm^ choose a PRC inhibitor that matches th® PKG 
tsozym© target. 

A ressoiable expsc^tion of success remains a mm ©lemaM of soy proper p<7ma /ae/e 
case of Obviousness. However, as discussed stsove, Bradshaw provides avic?^nee that ^ere Is a 
high level of unpredte^blllty in using PKC inhibitors - evw amon§ bis-indolyimabimides. This, 
coupled v^^ih the warnings of Heath regart^sng bourne specificity, snd th® teaohings of Baler et al. 
regaftxing ths role of PKC alpha or thata m regulating T celi proliferation, estafciishes ttstt the?e Is no 
expectation of success in using a PKC beta Irthibltor to prevent GVHD. 

Teach'ns a-vay from a partlcuSar invention Is prima fade evidence of the non-obviousness of 
fhs in <-mtiO'.^ T^e al as a who^e tsact^ss avt/sy from Applicants' claimed subject matter. Heati 
ompha&i^es tKit • \^ ~^ .nCvv/-^::?- -^cr. Da involved in s given disease stat^.s (and 

H-'A-uh dc\-:. in v.^i-^i^km .1=0; .-^KC i^.-..^^ Bfti-ir et a! teaci-sss that PKC alpha and meta 

! > . ^ !n -h,- :v!:^L>i:ri;-.'n T ceil prcssfa'-atu/- wto?^ 's.-,i > :x-1r>; so-e transplant r^ection 
Tnus. Hesih and B®i«r e-staoiish that one shouki NOT use the seiectivs PKC beta inhibitors of 
Heath to prevent GVHP, 

.v; ^- c-rhw-rd:^ 'rc.=ieo App cia=.Tis For a pi\>pfef oDvLvjsncss anaivs*?. of-^e 
r'!.-.v , v> re Cited an as a x^'i^oie expiscitiv v^aio^ or ^ni^erently in-K.i5>ed a^xH^i ihis genus 

While tne bupieiVie Cauil m KSR-M l>ieflex, 12": s.C? i 7.?? {2007 - hcr.^ U^e -iak-Sitv the 

"leaching, suggestion or rr>otlvai=on test^ and a'iows niativalion to r^'^ f^.-i-\; . c-jhm .-s--^^- - the 
Or-;"& must provicse sr-n^e fe^^son io &fc:iect poft-ons ffc^r a ci-fea -s^^^e^erirv: hsJe^^^d "t^^ere '^as^t bfc 
soni« srtcoiated ^eo^^sofvrsg sorx* rst^orsas un-ierp^^r^sns *upr.K-!t ?h»^= i^vg.-i; ■..or:riiis.;on ot 
obviousness." KSRhnt'iv. 7"a/effex inc.. 1?J S. a. 1727. r74 i CG07^ i^t^oing a, -^-.i^-.-i «41 F 3d 
977 988 (Fed. CIr. 2006). The Office has yet to identify the ratcnai undeip^nnii-jg lo j.&i--ct 
conipound A snd compound B from the verj/ large genus of Heath. Without such rationsie, no 
obviousness rejactlon can be maintained 

For at least these rwr>s. Applicants respectfully submit that claims 17-19 ans not obvious. 
Plesse withdraw the outstanding obviousness-based ?B|ection of claims 17-19. 



In view of the forgoing distinctions and remarks, Applicants submit mat the presently 
claimed invention is neither dlsciosed nor suggestad by the cited refsTCes, and that ai^ the cni 
of 35 U.S.C §1 12 are satisied for the instant application. Accordingly, favorable 
reconsk^eratio?! of the application is earnestly soiidted. 

K^lease send any further correspondence relating tso this appiication to the undersigned 



Resp<?ctfjiiy submstted. 



P^te »ts Pha FiSi^^ief 
OnoH«>*Hh^ . 'Oir sO-s AScsrr 
^3St Haro 0 'v3G~^0aC Reg. No. 58,393 



